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(54)Title: SUSTAINED RELEASE PREPARATIONS 



(57) Abstract 

Macrolide compound preparations for oral administration characterized in that the release of macrolide compounds is sustained, i.e., 
sustained release preparations preferably containing as a component a solid dispersion wherein a macrolide compound in an amorphous state 
is contained in a solid base or a fine powder of a macrolide compound. 
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mmm 

fcfcf, EP0240773) „ RgPfi^Jtt^JS-^f fSl t ^^a»tt-Cife 

fcVM^un — **^i££fa&i££ Lttfflf2.il 3&!EB:fclgja:£<z>^fciJKlfcg& 
2fe (a h'^fe, 5 0 r pm) tC&V^C -v^n^^ K^fk^4»©*^tti*:© 6 3. 
2%«j^f ) ^ifj^|i5^ (T6 3. 2%) #0. 7-15^fffltfc5r^ 

^iitSv^ny^ K^b^#^£M£»Jj mt5:K'fc5 0 
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<t S^iS^AP^j (lt?x^) p. 138 {dfEttwJ; 5 Jc, l /^igSst, O&jg&iS;, 

Cube-root ^^vP& ¥&mtfb1nZ>&, & <m$LT-$ Z> 

^f/VSt LT, ±12***5 i^HMI^, L.J.Leeson, J. T. CARSTENSEN $§ T|g 
^D°aCO^mj (itiiA»lf) P. 192 - 195 (CffiiScCO Weibull ^m^^btLTV^5 0 
Weibull iJi$±(± fo5B#fW (T) lCiStfZmM& (%) tfS, 

*gfcW(%) = Dmax X { 1 - e x p [- ( (T-T i ) n ) /m]} 

^S^fitSit^fcSo sOptf) Dmax «H#^tePSA^cD^A^|±i^, m«i§tiJ5£ 

^fttl*t»femSr Weibull HI&^Tf*^ #^7^-^-iSr»ttltSlci4 4 M&tiLLIE 
Ujisg ft, ftj^* rw i51feMiAP!j (iiif) p.40 tcfe 

Weibull Mm-C(D#^7^-<7)^O^^^T{-tfeP^i-5 0 

Dmax (SA^Hti^) tt. SfcC: t i^^Tcii <9 , 9#P^I$SAT^:i:A^m^-T : -& t> . 
— ffftZ. Dmax (Dffiti 100(%) {diftl ^ t jW* LV\, 
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Weibull - Dmax X { 1 - e x p [- (T-T i ) /m] } £fc 

xmiztevz^fn?^ K^f^ti©tMSSJ(±, Bute weibuii wifc-e^-r 

5^&T*#3o 0^19, Dmax (ft^tti¥) ^ 8 0 %£l_k s ^L<li9 0% 
J^_fc, <9 #f * L < U 9 5 %JM±Tfe 19 % m 7}-M AS 0 . 7-20, #f & 

L < 1 - 1 2 . J: «9 Sf * L < (1 1 . 5 ~ 8 % n 77-*-) ^ 0 . 2 - 

5. £?£L<«0. 3~3,<tt)0*L<ttO. 5-1. 5T*fcO, Ti 

ASO~12 N £?£L<ttO-8, i^fSL<iiO~4Tfetl(l g^tt 

SWe ibul 1 lS^f)#^5/V^-^-©m, n^ffil\ m 1/n 

Z>mm (T6 3. 2%) ^LTV^o o£<9 , T63.2% (hr)=m 1/n (7D5ti:^5 0 
«P9l^^^WJ(D^tH#tttt, pH4. 5idfS»L^0. 0 0 5%©tKn# 

t£i£fg2fe (^K/l/S, 50rpm) £Ji -5 ^ <b <5 Q ^LT, * 

<< F^ik^<Dft^ttS*cD 6 3 . 2%^^j^b^itl$fL5« (T 6 3. 2%) 
#0. 7-1 5HW-Cfc5fc0-Cfe5„ fe^?n=7^ K3Hb^©]§m£Mte 
#btltl/^7j\ T6 3. 2%^0. 7-1 5 0#^-efeS^t4»J«#^tLTio 
S>i* x <fc <9^J6T^^^tL7c^(DT^-5o T63. 2%/jSO. 7NfH(IJ;«9 

tt^#e>nT, t 6 3 . 2 %/5> 1 5 B#fMm±-e&& ^(Dm^tfLftoim&mmm 
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^©g^^-f-'SM^Jf-tt^f^ L< &V\, T63. 2%AU. 6~ 1 

«t »5 0* ^^ikmm^H, $bl^*L<fil. 3-8. 2^T* 
fc^ i KI4T6 3 . 2 %j&S 2 ~ 5 B#r B 1©»ttiSJffo?) 0 

* a U A.X (FK 5 0 6) , T^^^A ^f^'OS treptomyces J1<Z5 

a 7^ K5fc-fb-£H*£>#-£ LV^— ^DCDMb LTte, Tie— iS^st (I) -e^t>$ 




(I) 



T^i< ; 

R 7 ttTk^T-. t Kn=^>£, {£!l£ft7cfc h'ndfi/S, fcL<(i7;V^# 
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R"^J;t>*R ,2 {^4li:Lr7K^T-, T/i^/i-S, T V —/umtiiH-i h~>;um& ; 
R'\ R'\ R'\ R\ R'\ R '\ R'\ R 22 33 J: tKR 2:i tt&zfc LTzK^M^* fctt 
7VU3-/i^£r ; 

ntt 1 £ fete: 2 5r*t>-t- 0 

-^{c feo xma fcl< «;^f£fp<D 5ifcL<{±6 MJi^ ft 5 ^Hf JJjC^, asm 

Se (C H H S ) t^t>^n?)I, *3<fct5l J^_bcDt Kn^v'Sl^ ioTgm^tlfcT 



L^R 24 <b Ltii, l^^l^f LT^T!)j;l>y^ a (C 5 _ 7 ) TV^A- 

(a) 3, 4 - WV-^ n-^^rv/^K ; 

(b) 3-R 2() -4-R 21 -^y n^dri/;V^ s 

-OCH 2 OCH 2 CH 2 OCH 3 , *3 «fc Xfi 

R 21 ttt Kn^y -OCN, T )V^)VJr*"y, B^*KlSlS4r^r LT^T 
til/^TDTU-y^y -OCH 2 OCH 2 CH 2 OCH ;|1 t£!f£;ft/c 
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p - h y /y^v^^/y^ — yP^-^v-, tfcttR 25 R 2 ' 6 CHCOO- (5£ 

(c) ^^n^yf/Vltfcot, v-y* n^y^vygteu ^ h 

^fSi-J; <9&M£tlfz.t Kn^iy^^/P, Tv-vl^^v-^ ^-/y (^-(D'f^joV^ 



if btL5o 

fry— /ygj ©*fSU^Ji:Lt{±, y^^-yy, h y ,y, ^y-yyy, y-^— ;K 
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- >M y 7K h y y tv<$o> Y y ({gilR) T/i^Uv- y /K #J 

/Vis}) /K I£17f;v~- i?7^=. V ;vm(D\&m.T;V3c;V-i>T ])—/^>V A* 

/ -f /i^S ; 

■^^vM-^v-^^y yy^tdry7irf;u N ^>f;^^->7 p ak°i--/K 
■<^m<D, mkT/V*/V<0& 5 «^4til^ 1 fllJ£i,_h^f LTi/ % t fci^y^ n 
*y77-^M-/l'l ; 

/W^-f/K JJ/l-tf^U^^ /U/<,^r4 ju^aj^j /Uyii^-iy TA^/l^ 

ifcfifiajx.Ji h y ^^U^U^U^ yl^^/P^yW^ 
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* v-^/^aK— ^7°n fcVl^yW^^OK f> y y ^-/u y y jvy a u /tf^y /l-y* 

tTs=-^ mm.) Tsu^ji-jj ;vmm<D s x^^*^i>L<tem%£tit=-%^ 

tf*^(D3: otem^teU&MZ: 1 B&,±^ir Z>m&7 sv^jvx ju;<^4 sv£*$frm 

y yi^ ~hn-<yyy/K -J>=. y n-^y y-f/i^ — h n -y^y W A^co. — h n C 

1 liaitLtt i^Tn^M ; 

^<yif >yyi^— ;K 3 — K-Oif y:*^>fc -yi^o, An 9 /^ag^/^g 

il?: l ^Lh^LT^-C &<fci^T y— y^/v^ - ^Mm^mfhH& 0 

^7°n t'^z/K 7x=;^f U/K 2 - h y 7;^o 2 -y h^y- 

2 -7i^7tf;K 2 2 - h y y/i^n y fvU- 2 - 7x^y/t 
9vK 2-H7;^n^f/i — 2 -y°£z^y- 2 -y^ — /PTtf/uf©, {g 

C,~C, ^^nr^^/y§|5^^ (c.-c,) T/i^^/u^2te^-r 

S^yya (C 5 ~C 6 ) 7 jV^r/V^r^r^ (C, ~C.,) *777"^ 

yi^-/i^ #/utf:>y (c, ~c,) 7y^y*;by^^;H N hy (c, ~c,) 
T/i-^-^-yy/ix (c, ~c,) T^^-/i/^-^y7J/v#^/v (c,-c, ) T7^^-7^*/^ 
^1. -hnl^i|@tfcli2if L-r^t'bcfcv^yyV;^ ad^V 
Sr^Prl-S^y-t^yyu*— ;H, c, ~c, r/u^ryi-yf ^y ^ h!)/^ (c,~c, ) 
7My?rtt§7x^y (C,~C, ) T^Z-i'/^^tf^^ ^n^®5^ N 
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S?rtLT^t^j;t^Tn7 1 J-;H SB#<bf±, EP-A-532, 088 ^<7>5t I -e*^^ 

*5J:OT^^<D^4oJ;t>^E5(c^fflT^5r tfc, #iJx.te\ EP-A-1 84 16 
2, EP-A-3 2 3 0 4 2, EP+4 2 3 7 1 4, EPA-4 2 7 6 8 0, E P-A- 

4 6 5 4 2 6, E P-A-4 8 0 6 2 3 , E P-A-5 3 2 0 8 8 , EP-A-5 3 2 0 8 9, 
E P-A-5 69337, EP -A- 626385, WO 89/05 3 03 ,WO93/0 5 0 

5 8 ,WO 9 6/31514 .WO 91/1 3 8 8 9, WO 9 1 /1 9 4 9 5, WO 9 

3/5 o 5 9mzmm&tix$o<o , */c, ^nhcDit^ommm-km^ztix^^ 

FR 9 0 0 5 0 6 (=FK 5 0 6, ^7nH^) , FR9 0 0 5 2 0 (T 
^=i^4^^<) ^ F R 9 0 0 5 2 3*5j;tfF R 9 0 0 5 2 5 t W^tl^lh^tt, 
X h h^-tr^ (Streptomyces) JS, ^"iJ^Lfl^ h 1^7° h 5 X ^ • S> 
^ (Streptomyces tsukubaensis)No. 9 

9 9 3 (fftll : 0«Mo<[M 1 T S 1 - 3 , iii^H^lH&WP^ 

^f6B : 1 9 8 4^10^50, SKU^ : ^Il#^f9 2 7f) & E< tt, * 
F- l"^ h 5: • ?'u p\=i X • f-/^-<v— x • Zy-^^^ iy^. ( S t 
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reptomyces hygroscopicus subsp. yakush 
imaensis) No. 7238 (WfMM : B < Itlfi BTJK 1 T @ 

i-3, mmMm^jLM&m^ifcji^jimziimm&m. : 1 9 s 5^ 1 ^ 

SfEff :tlff^!9 2 8f) (EP-A-0184162) J; «9 jg3£ £ n 5% 
SfT?fe«3, #{CTfBf#3g^-T^£*l,5FK 5 0 6 (— : ^ n y A*) ft, ft 




ffc^g : 1 7 - 7!) 1 , 14-i?t 2 - [ 2 - (4 - t Fp^t 

v' — 3 h^i/is? u^^-iyjU) -l->f;Vbf-/l/] -23, 25 
-^^'>-13, 19, 2 1, 27~rh7^f^~l 1, 28- 
i^^-tf-- 4 -TIP h U i/^ a [2 2. 3. 1. 0' 1 ' 9 ] tf-^^n;*- 
18-iy-2, 3, 10, 1 6-r h7t> 



R K £ R 2:i i»VlLr7X*^^-, 
R 9 fit Kn^rv'S, 

R"'H^^-/K ^/K tVV-^fcfiT U /US, 
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R'\ R'\ R'\ R'\ R'\ R 19 t R^n^ttl^ft^ 
R 24 li. 3-R 20 -4-R 21 -y^D^^fy^S, 

-OCH 2 OCH 2 CH 2 OCH 3 , *5<tt^ 

R 21 iifc Ko^y, -OCN, T/I^U;*-^v\ jjjg^j ^fit^lE^^ LTl^T 
Uv^rn7!i-/Vt^y, -OCH 2 OCH 2 CH 2 OCH 3 . t£S£*lfc 

ifcttR 25 R"CHCOO- (iCT, r 25 «FJtM(-J; 9t£If £fiT^T<k J; 
^tKp^fyl, */ctt^:II$^LfcT5 *5j;^R 26 (i7k*^*fctt 

#t-0^ Ll^ I- y v-y* vfc&m (I) t Ltii, ^y" in y Axc^ftilf-s EP-A-4 
2 7, 6 8 0<Z>HSfc#ij6 6a JCffiifetD 3 3-^tf— 7 Dn - 3 S-fxt^yTX^ 
v^yy^^n y >-f bfl^f*^c73 T X =» -r -f v- >ff If *b tl £ „ 

Ll/^^oy^ F^ft^i^Ltl4, yWl^ /fyfyn (MERCK 
INDEX) (121) No. 8288 {CfE*fetf>7^-v-f (Dff ^fr^if & ~ t 

^SyjjfeSo LV^Ji: Ltl±, WO 9 5/1 6 6 9 1 01 K»5£A<D4 0|£(7) 

tKn^y^-OR,(;:t\ R,ttt Kp^yT^^/K \i Y uT ivir^ i/T 
^3-/K 7y/V7 5 7 T/V= 3 r/^o t fcT^T 5 7 T/J-^r^) -^Ift^ilT V ^ O -Slftfl 
ag#: s mx-lt, 4 0- O-(2-t h'P^^xf/V-^^ ^ 40-O-(3 
- t KP^'^/n vy>\ 4 0 - O - [ 2 - ( 2 - t F'P^y)! h^f 

v-jm^V-^/^-^^ v-^jo,tt>*4 0 - O - ( 2 -T-fe hT 5; 7 ^-^/U) - 

tf *b tL S o - tL h <D O - s &m teRfe&WT-V (D y y^-v 4 i/ > ( £ 

fcli-y t Kn^fciimy 7^ c v^ yy) > rx(:;-c, Rit 
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#/V*5«£T*XteCC 1 3 C(NH)OSfc(iC F 3 SO, Wj; 5«iI))I^Uct 
i7 S?*^ cD/xfSi-J: "9 , Mi£U#5 0 XtfSCC 1 ,C (NH)Otfc5» 

#^ET-efc"9^S„ Jft*>#* Ll/^W^f ->^2$^tt, WO9 4/0 9 0 1 01: 
§H^<DJ; 5*4 O-O- (2- t Kn^V)ifA' ->>-e*> <9 , ftjfS^C^ 

«JSr^fiJcf*r i 1> titles t©l^t$l|§P^(7)Iilit^ti5o $f*U^ 
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^ftfcfrl ^J^j^t LtML, $fcfcl!e<fe<Z>T63.2%aS0. 7-1 5^^^fSi 

TIB J: 5 *7k»ttm^fls:-Cfc5„ 

^Uli'-^fni) K> (PVP) „ ir/Po— x^y -v— (t Kn =3r i^zfo \?/V^ 
ir/Pn — X (HPMC) , t K n y 7°n t°;P ^ f /Hr/b n - 7 y # U— h s ^ f~ ^ 
-t/Uu— X (MC) , */l/*>^f/^P-^t h J) r^A (CMC-Na) , t Fn^f 
->xf;Vt;Vn-7, t Kp^V^d hVHryl^n— x (HPC) , ^) „ -<^^->- N v- 

^ dx>^ h y ^n, v?? h~?>-r>, ¥^^i4 o o oj^±oiKy 

(PEG) % ifx^, 4$ 

£>9, tt^Kll, HPMC, PVP, fc^V^i^tL^fDm^^T^^o # 

K\ ^t(7) 2 %7K^?fl^ 2 OtT'B r o c k f i e 1 d M*&^tfSfffl V^TSU^ Lfc-fit 
l~4 000 cp Sl UJL<lil-50cps ( i^tL<ttl-15c 
ps(DHPMC^ltU\ tt, 3cps<DHPMC 29 10 ( T C — 5 E , 

ew, mmitm twt. lv\ 

u 74 K^ft^*3^7tc^tt^f!)<DSf* LV^fiSifcte, 1 : 0. 0 5 — 1 : 2 
-CfctK «fc«5#SL<fci 1 : 0. 1-1:1, ft t>£? l£ L < tt, 1 : 0. 2-1 : 
0. 4-C&3 0 
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l^^r/vl (#lx.l3\ '>3«fi 8- 2 Oic^ig^^fts^ii-ilMMi 

*/y^t, T^y^®?, ^^fyi, 
ytyyiM^^T;^t(f^ti5„ *°y -t? ii ^flgj^gg^x^wi, ^y^ 

y ir y ©x^r/vt*&5i 9 , ^f/xxr/K v^7<^vnJ;7cte7K y 

x^r;KD^fixt-feoTt)j:t\ U if]) ir y ^gJffi^x^^/^cD^ffc^iJ <b LT 

fi> ^'J^«\ -<^^®?— ^ (r h7) ^y-ty f\ */y;^y (^r#) ^y 
i? y H\ # x y yu®^ ( h y ) y ir y k\ *yy^i^ ( h y ) ? y ir y h\ 9 
^yvm^-/ (rh7) ^y-ty h\ yvv^m*; ^--y-) yyiryK 
y^m^y (^'77) yy±v k\ ^w^g^t/ (fF-7) ^y-try f\ ^-v— r> 
(-^-y-) y/yiry k\ twyi^y (^77) ^ y -tr y k\ tKvi^ 
( h y) ^y-ty h\ Jru^ (t b?) ifv±v b\ ^ w >m±** (x 
77) ^yiry k\ $-u-om^<>? i^b?) i?v±v h\ twyi^y^ 
=3f-y-) yyiry k\ ^-u^^m^x ify-tv h\ v/~^m^y (^?) 
if y i? y h\ y y — ^ ^ ( h y ) ^ y ir y h\ y / — v 5 (r h7) if y ir y 
K\ yy-/viv (-^-y-) ^y-ty h\ ^rryyn^; (v?) ^y-try h\ ^ 
rryyi^y (7(^7) ^utiiK, ^fry^y ^-y-) ^yiry k\ 
777y>i^/ (^'77) ^yiryK, ^rry^ihy (-?h7) ^y-iry h\ 
^fryyihy ^r-y-) ^y-try k ^77yy^^^ i^^-t) yy-tv 

h\ 7r7yyt^y^ (f f7) ^DtyK, ^77!J^>^ ^rih) ^ 
y ir y K\ 7r7y>|r* (fjj) if V ir y h\ ^vKf^l-t/ (r h7) 7' 

y-ty h\ /N^^^^^y (-^-y-) ^yiry h\ s^x^^m* ; (x*) ^ 
y ir y n\ /^u^ h y (f ^) ^"y-ty h\ ythy (-^-y-) 

yy-try h\ ^-v^ir^dr (^^r-y-) ^ y ir y h\ ^/^z^-^m^^f (X 
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P S - 5 0 0 f£tl , X'tTV V^-tr^^r 3riJ-) 9 V -fe y K 

fail («) 1, , xrryy^y ^y-ty 

-50, F-20, F-lOf) &m-f : 5>Z.t&-?ZZ> 0 

j t y yi^yty y^si^, 1 -. 1 o - 1 : ioo, l< t& 1 : 4 

0—1:60; 0iJ ;tfc? !7 y 9 X ^ ^ g iiJSis^T/K'fe Sii^, 1:0. 2 
— 1 : 20, L < n 1 : 0 . 5 — 1:5; Mx-ft? V V Xtftf V V ± V V 

ttii^T7^fc5I^, 1 : 0. 1-1 : 10 0, Bt. L< 1 : 0. 5-1 : 
5 OtfcS. 

^y-^— (f?iJ^«\ Jr4 K^^y r E, R, S x RS, LD S tj:if<D^ K 7 =¥ y Ml) .ft 

nilJ:l^\ h/Wn^-/^ y — ;v= 8 0X2 0 &m%t Lfc 5 ^tvHt 
/Vn — 7©M?r*Bli* (USP2 3. NF18) mM<D*k&nm&r>Ms£ l- 

3-110cps T*fc5 L< s =£ <9 L < S3 6 — 4 9 c p s , 

*t>£P* L< (39 - 1 1 cps c0fe^<D^c0-efc5 o #iJxJ3\ 3fM^^l 0(D^ 
ri?/V (j^ a n p^ : Dow Chemical *±®J (US) ) tfSfti6T-fc5 0 

-rfaJJ V^it^t^m^M^l-t <£>SfiJttt, 1:0.01-1:10 
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J: <9£F£ L< 1 : 0. 1-1 : 5ffc5 0 f LT, 7K^M£i«5H^ 
m^H?7bn-^-efc6^^tt 1 : 0. 1-1 : H5f^K, 7k^?g'l4rf5 
^ yy^n^y-^-- 5 lintel : O. 5~1 : 5aSftfc#*Ll\, 

£ L-C7K^I4»J^^ffl-r?)^, 7R^tt»J HPMC ftifOTK^teS-g- 

30 , m&m. tmsu. ^mn, K^KJt^j (e^s^e^o 
mm^m < & t> -t- ^ 5 4§£^*&sn » as « & jp-* 5 & g # & 5 as & 5 as , ^ 

CO#-^[-ttolS^»J (#>JxJ3\ ^n7*;^P-7f MJ^ (CC-Na) , 
^^y^f/^n^x/j^i/^A (CM-Ca) % ttM t Kn Jry/n t>t^D 
— * (L-HPC) , t'^^yn^ff^A, yn^* 6 t'K>#) k-S^W^jl 

40, # y y /w<— h 8 0 , 7^ /nfcBfe-?- h y </ A x HLBIO W±©^ a fctJJg 
(i5 0 0MmWTit5ri^tl/\ «t «9 L < 3 5 0 m mJEHT-e* t) , * 
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Wcmt. EP0240773 ^WO 9 1/1 9 4 9 5 ^tdlBii©^^ =fc 9 

mm^^p^m^mx^-i-^m^m^mm-r^^. t&x%z> 0 mmm^ 

WiW^MtS: £: Id «fc o T f> , JSiJt'f t*SBriBTfeS 0 -e^n^^K 

^^l^V^K /^-V-^/K v^j/^/K i^jo 
&£L<teO. 2~20Mmtfc^ J;>)»SL<liO. 5-1 0/imT*fc5 o 

•fctf/^fcfii, ^©v^P7^f K^{^©tW*©¥Wlli> 0. 2-2 
0>imt*fcl £?£L<«0. 5-1 0 AtmT*S>«9, «t <9 L < 1 - 5 n mt 

mi^zv, mm. wmm, mm, mm, ^y^^mmmmtLtu^mimmtL 
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iiflf, 1 BfjO. 001-lOOOrag, »JL<I10. 0 1~5 0 0mg, 

^^{c^^L<«o. i~i o omg t&sj^icwjjH-s n £tfs-srti-e*>t>, 

^|:10WO. Olrng, 0. lmg, 0. 5m g, lmg, 5mg N 10m 
g, 50mg, 100mg N 2 5 0m gl 5 0 0 m g t «t 5 ^M3K"t" § 3. t D> 

& b $ -fr 9 2> £r fl#t-T 5 ~ £ a* -sj ^ # 0 ^ o 
finite® (I) ©IW^b, riB^B J ^TiajRt8<z>f&«Je*3 < tut^t-*ffl"C 

>tm. mm. jffhl ti, w % mm. nm. mm 
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\$L&m$k, mmtk&m&, mm&&m&, i¥M, 3^0, 

ga&^ftooi&^B ^jm^. mmmmok, -<-^^^ hmmmcDy 

ft) ; 

mm, $u&&&xmm •, 

%Bmmt\nmmtm cals) a^xiwm&wm) ■, 

iitA^i, mmtw mmfin.mx.&, ^KTtbik, mfttask), man. 
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(Mx.it, wttBmm7cMfc&£xfi'*±\*vm) 
skmmB (Mx.it, m^nm, m±^f&t±msk. m^^nsk, «Kr3st£jh/h« 

•wmm mx.it, n-mmm 
mmm^) ■, 

&mmm (Mx.il &mwi&. m-m^mtm. m-^Mmm, ytmmm&isxxffe 
mrmmv >s<m.) ■, 

mmmmmmm (Mx.it, iMfffi, T^v—2±m4km, ±mm^mmm. 

(^jx.«\ ^^-y— i*)^tt*5<tt>^>^— ?^^m$m) ; 
mmm^m m-mmmmmm ■ mmm imx.il mm. mm, mm-w, -tr 

hD7^ ; Jtei!m£> iLK-felf y -Jm#S£ ; i£fef«St3!E (Mx.lt, 

rnmmrn) <Dm^$L-rz> (>tm, mm, mm, mimm<D) WL^^m^m^mm) ■. 
mmm (m x. it^ > k h * ^ > ^ 3 , y $ ^ mm±xm^ , mm * tc nmrnm i^xz> 

ft&mB (Mx.lti&sk^M4^^f±, : 

mmm (Mx.itm<p mm^tc^mm m^it^^^-v. iz&z> 
*m, mm, mnm) ■. 

mm (Mx-it&ftm, mttm& mmmmm , mm%, &mfcmm, *A'!±se,£ 

&m-& (Mx.it, ^m^uM, ^A%.miOk, ±^>h&m%) ■. 

&£xfiz<DW,<Dm&. (Mx.itmm^, mm?&, mshm, m^, ^tzitmmm (m. 
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t h^^?^* (hiv) mmfe. ^'\^m^±mmm (aids) ; 

fcfin^-v— if^Pl*^, i-/7l)7m fetffi^'te, ^©J;9*II^fflt 

5 0 r p m) N fo § tNfi, ^H^^^" 2 3, N F 1 8 (The United Stated 
Pharmacopeia 23. The National Formulary 18) tL<ii3-n V^MIriJj (European 
Pharmacopoeia, 3rd edition) BEifctD^ttitft^^^tRffl £ ttTl * 5 0 L^L&7$S 
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t F d tVl'^ f n - ^ (HPMC) N t Kn^y'/n t>^f ;Pt;PD 

— X 7?U— K (MC) , #/^dr^ f;Hr/l/n- x-f- h U 

^ (CMC-Na) N t Fo^yxf;Hr;Pn-^, t KD^y^D t°^t;Vn-x (HPC) , 
^) £riiS*fetJDU £5<£t>\ ^H/cij""Cfi^{±S^(7) pH^^it5< & ^ •? ^ n 7 
<b^#»(D^^tt^ffi< ftS^-g^fe^fe, £^k:j£CI&tiyt«i^e: 19 Asm^&JN 

Xfo<9, ^(DM^Vls^mn, t(D5. 0glr7k95mlldDit^L, ^^id 
JSC^L>#|&tLT?&£rl&£, 25 + 0. 1 °CT*mmkmi& m^^mmZft 9 £ £ . 
7 5-1 5 0 c s pT*fc5 0 f?y^l«\ T/U-Ky y^±M<D^fi^ 10 Jj(Dt Kp^ 

ld*f L , 0 . 0 0 1 - 0 . l%X'h<0, X <9 L < fi, 0 . 0 0 2-0. 0 1 % 
T*^o IWiLOiO. 0 0 5%-Cfo^o 

*5V^T(± S pH7^Ti:t5«JLl\ #:jb\ ^IgWidfc^T, T^i3^IE 

B^mm^<Dmtaumm 2 & kvw±u 5 0 r P m) j 1 5^-5 0 
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mm (5 o r pm) ^mwvte&ibfttevmmnmm 2 m c^hvMfc) t*&6 0 h 

t£\\ J^TW^MKd&V^T r F K 5 0 6 J RT, F K 5 0 6 <D 1 tK^P^ 

Zmm^tctiK ffit±FK 5 0 6 (-m#LT|E*f -So 

n»j i 

FK506 1.0 rag 

HPMC 2 9 10 1. 0 rag 

IF 2.0 mg 

FK506 yWd^ftfU '«Lfctt: HPMC 2 9 1 0 &Mz.-\-ft\Z.Wm £ 

mi -l) ~ 1 - 6 ) &#fc 0 

(1) ^#*^ 250/im(D|$^^ft,IS<D_ht^ofc^WSrm^l - 1 ) (>250Mm) 

(2) (l) -CfSSriliBLfc fc<D£l80/* m©fS{^^t x ffi^±{c^oyt fc<7)?r*aj^ 

(180-250Mm) 

(3) (2) T^^aiiiLfct(D^150MmCD^{'^^t,l$©J^^aofctjCD^,|a^ 
1 - 3) (150-180/zm) 

(4) (3) X»ffi&m^Vtch<D£lOe>vm(Dmzfrtf^m<D±\cm<>tci><D&mj$!& 
1 -4) (106-150^m) bir& 0 

(5) (4) ^li^ili§Lfc'b(D^75Aim«ig{^^(t,IS(D±{-^ofetO?r^a^c^ 
1 - 5) (75- 106 jum) ftS. 

(6) (5) XB&mmLfc.h(D$;m.f&!%)l -6) «75/xm) i-f5 0 
HJfetfiJ 2 
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^ji-enf>nfci^»i-2) (58.o mg ) k&<m&v. ^y°± 

3-1) FK506 HPMC 2910 

(1-Omg) (0. 3mg) 



3-2) FK506 HPMC 2910 

(1-Omg) (0. lmg) 

Mi-, @##18tffc3-l) <t?L*t (58. 7mg) t & «t < jg-g- L# ^ir/t^ifi^ff V \ 
^•7°-fey^j3 - 1 ) 5rf^U 0^^3-2) <b |LH (58. 9 mg) t £ «t 

<?l-^L^^ir/V^Ea^V\ # ^-fc^J 3 - 2 ) £HML/c 0 

H»J4 

4-1) FK506 • MC 

(^fi2.0mg) (l.Omg) (l.Omg) 



4 - 2 ) FK506 • PVP 

(£S2.0mg) (l.Omg) (l.Omg) 

4-3) FK506 • HPMC 2910 

(£S2.0mg) (l.Omg) (l.Omg) 
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4-4) 


FK506 


• HPC 


(3E.BE2. Omg) 


(1. Omg) 


( 1 . Omg) 


4-5) 


FK506 


• PEG 


VSzAl. OmgJ 


(. 1 . Omg; 


/in \ 

( 1 • Omg) 


4-6) 


FK506 


♦ HPMC 2910 (0. 8mg) 


(£fi2. Omg) 


(l.Omg) 


• PVP (0. 2mg) 



jEt-, mmm2 tmm^Lx, ^m^mw-^nm^, %m mm) ^f/yy 
wt-?y*^$j* (o. 6mg) ^-^tL^n^PL, ^mo.omgoyxy-t/uM&^n^nm 



mmM5 

FK506 (l.Omg) t HPMC 2910(1. Omg) ^m^^XMMm 1 CO gflsr^ffcfls: l - 2 ) £ i^j 
U ^*60. 0mg(7)# 5 - 1 ) ~ 4 ) ^^tt^PM Lfc D 



5-1) ^H-fe^n-;* 

^r7!) V^-v ^ iy f A (0. 6mg) 



5-2) 'J ^zkSt^v^i, (jgi) 

^r7!i U^J* (0. 6mg) 



5-3) %m mm) 

L-HPC (3. Omg) 

7!) ^ -> £ A (0. 6mg) 
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5-4) 



mm) 



(0. 6mg) 



MM 6 



FK506 



l.Og 



HPMC 2910 



0. 3g 



1.3g 



FK506 ?rx^; -/Mc^fU r (omm^ HPMC 2910 SrjUPx.^{c:JPjB 

6 - 6 ) mm^o 

(1) 2 5 0 // m (DfSjj id , M<D±.l l zm^tch<D%:ffl.!$, ! !fo6 - 1 ) (> 
2 5 0 m) i-TSo 

(2) (1) -Cf^jMLfc 1 8 0 u m(Dm^M. M(D±t,cm^tc^(D^: 
#1^6- 2) (1 8 0-2 5 0 /im) it-5 c 

(3) (2) -CffiSriiigLfc 1 5 0 n mtDftfei/W, ^O±(dgeo fc & 
!Sj^#)6- 3) (1 5 0- 1 8 0//m) £i-5 0 

(4) (3) -Chilli Lfc 1 0 6 m m^fffjf^Jt, f5if<£>_hW£o & 
3M#»6-4) (1 0 6- 1 5 0/im) kir& 0 

(5) (4) T*©5riaLfct>0?r7 5/imOH^Il IS (D_L id $eo/c t <D£r£l 
j&^6-5) (7 5- 1 0 6 ^m) £-T-5 0 

(e) (5) -?sm%:mm^±h(D&mf$m6-6) t^~z 0 

t'#?)ilfc@M»#:6 - 4) 1. 3mg£r, ILi5 8. lmgjoi^ 
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ft\7 t Lfco 
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8-1) T-X^-W HPMC 2910 

(l.Omg) (0.3mg) 

8-2) 33-xt°-^nn-33- HPMC 2910 

f^t^v'T^av^^ (0. 3mg) 
(l.Omg) 

8-3) 4 0-O- (2-tKD^fy) HPMC 2910 

-rc^/i — =7/<-?4^> (0. 3mg) 
(l.Omg) 

mmm7 trnmi^Lx, %m (5 8. im g ) ^f7^iv^->^(o.6 mg ) 



^»J9 

@##ffcflc 9 
FK506 
HPMC 2910 



mm 9 



at 



10 g 

3 g 
3 g 



16 g 

16 g 
ill 
7 g 
700 g 
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FK506 ^^J-McmML, CinKHPMC 2910 < $^(C^^ 7 K*^y 

^*L, 212// m ©It'Mt, liSriiiiLyt^© ^0^15:^:9 tt5 0 @{£ 

9 i: %mto xmfrrsWM* *m&m^ l»j 9 %m& 0 mm 9 350m g & 1 



■MM 1 0 



mfcftmte 1 0 

FK506 10 g 

HPMC 2910 3 g 

fLIf 3 g 

tf ~ 16 g 

1 0 

®f£5}iH£l 0 16 g 

%m mm 

mrsm-?r&n 7 g 

ff " 700 g 



■mm 9 tmm^Lx, mftftwtfti o&xxfim&n o^^n^timmi.ti 0 



mm 1 1 
ffiftftnibi 1 

FK506 10 g 

HPMC 2910 3 g 

] )ym&mi)M>iJ> 3 g 

iff ~~ 16 g 



mm 1 1 

mfcftwtfoi 1 16 g 

fUf mm 

*mv&?i* 7 g 

t\ 700 g 



FK506 ^^J-iHcmML. dixie: HPMC 2910 ^^Px. J; < ^ U £ b^'Jy^**/^ 
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^tlSL, 250 jum S3«tt/ 180/z m WfflWMRU 180 - 250 /tm ©77^3^4: 
ftfc#l 1 ir-r^o @ft:#ffeflci l £ ?Lto J: U%fV) vm^^k §r?M^ LfigRl 1 1 £ 
#5. M^IJ 1 1 350mg Sr 1 #t* 7f>*7° Wc, £ fc 70mg £■ 5 -§-fc* 77W t/K^^gil 



ife^ij 1 2 

FK506 2 g 

iW7Vs&t9*nrs 98 g 

HPMC 2910 20 g 

~~§t 120 g 



*8J 1 2 



2 120 g 

%lV)VWr?f 1.2 g 

It 121.2 g 



ijmrsm*nr;& so°c\zmumm u ntuc: fkso6 &2w;tT«#LTi8#p-t-5 0 

£fb{^*UC HPMC 2910 ^PX.TJ;<M^, h l^-i-^L-g^ip-rSo ^£PL 
5 #t* 7f >*7° t/Kc: 60. 6mg ^gM L»J E t L7t c 



r 'J 1 3 
Hflea-tfcflci 3 

FK506 2 g 

O^r^hRL) 6g 
!)>ift7K****>!>A 2 g 
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mm 1 3 

mfcftwcfa 13 io g 

130 g 

f+ ~~ 140 g 

^)-hz. FK506 ^xmu7im^7^)u-^r ^-^mmL, yym7^mm^mx.^< 

"CMtt 106 - 150jum (D77r/iy&mWft1&Vf 1 3tt5. IMMl 3 <_ ?L» 
til^Lrt: 1 3 _ U 5ft'7M7°tWlI^^ 70mg ^HUSiFi L 

HJ_#|J 1 4 

@^«S[#: 1 4 

FK506 2 g 

7U7/v*;Mf/W-M*° (WK'^^ RL) 4. 6 g 

r*;7^rWWJw-h3*'!)T- CMr7**7ms) 1.4 g 

'JV^TK^/^A 2 g 



10 g 



»J 1 4 

H^fttfrl 4 . 10 g 

?L*S 130 g 

__ _____ 

^ife0>Jl 3 _HTO_LT, 106 - 150 M m 0)@ft:£>1ftft: 1 4 tUMl 4&mn\^. M 
M 1 4 _ 5 7f>*7- tMH 70mg _ Ltz 0 
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mmm 1 5 

5 

FK506 2 g 

7V7rt*WMi>-W (*Yh*7**7h RL) 3g 

r^T/ww^-hrijv- (^r^r^Rs) 3 g 

!Jy^7Kf^/W 2 g 



10 g 



g^'J 1 5 

mfoftWttti 5 10 g 

?Lft 130 g 



HO g 



mmmi 3tmm\cLx^ 106 - lso^m (om^wcwi 5&mm^t^ m^mm 

"ij 1 6 

mfcftmfo 1 6 

FK506 2 g 

Xf}\rkl\,p-Z 0. 4 g 

6 g 



it 8. 4 g 

»j 1 6 

mfcftWcfc 16 8. 4 g 

?L*S 131.6 g 

IF 140 g 

FK506 *5itJ«xf^P-^^^«?L, fW*^P;t «t < ^i~-5o m^-flft] 
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?L#£Ti&#L 150/xm *5«fct5 106jum Og^fflt^^SLT 106 - 150 m m 

6 £ U 5 7?W t>HC 70mg ^i* LTM^iJ I £ Lfc 0 
HJfefll 1 7 

Sfl^tfcf* i 7 

FK506 2 g 

xffftfrv-z i g 

6 g 

1+ 9~g" 

mm 7 

Hflc^tfeflc 17 9 g 

fLtf 131 g 

~ff ~ 140 g 



fill 6 iTO^ LT, 106 - 150 //m <DmftW&fc 1 7^iSLfc|, M 
1 7$rffML, 5^t*7f«rt*K:rn* 70mg3te*LT»J J t L1t c 

mmm 1 8 

FK506 2 g 

if/tf^D-X 0. 4 g 

HPMC 2910 0. 6 g 

fLU 6 g 

If 9~g 

MM 1 8 

mw-fti&Vf is 9 g 

131 g 
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140 g 



1 8£MU 5 ^7f>*rt;KC-tl^ 70rag^LT»ijKi L7c 0 

19 

&#ffc#: 1 9 
FK506 2 g 

xfMtfrv-Z 0. 6 g 

HPMC 2910 0. 6 g 

6 g 



ft 9. 2 g 

mm 1 9 

9 9.2 g 

?L*t 130.8 g 

~fF ~ 140 g 

H«J1 6 <t l^dLr, 106 - 150/zm <£>@##1ftft: 1 9 ?:ISLfci, ICll 
1 9 ?rliL, 5 ft"7f^7" Wcm^ 70mg »|Ltf^J L £ Lfc„ 

mmm 2 0 

@f*^mfr 2 0 

FK506 10 g 

xfivtfra-z 3 g 

HPMC 2910 3 g 

?L$f 50 g 

___ ___ 
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66 g 

MM 

7 g 
700 g 

FK506 ^i^-lK^^L, Zh{Z.xffft*v-Z%MZ-i&M-fZ> 0 ^.(Dmmc HPMC 2910 

"CltU 250/zm U fff£iIfflLfc>b©£B<£5M8#2 0 tf6 0 Hflc 

#Sfcf£2 0 t?L*tfcct^r7'J>^vr^^A?r^LM^J2 0&#S o M^iJ 2 0» 350mg 
£ 1 #t*7fWtW^ *7c 70mg 5^-f'7fyi/7°t;K-^EJSL»JM*5j;tJ?Ni: L7fc 0 



mmm 2 1 

2 1 

FK506 10 g 

xfjlrtfrv-Z 3 g 

HPMC 2910 3 g 

?L*S 20 g 

IFF 36 g 

»J2 1 

1 36 g 

wi^r^i 7 g 

__ 700 g 



mm\2 0 tmm^^xwmks 212^ ©tarsia u ^mm\^ith(o^mw 

5rHkfc2 1 iri-§ 0 H##tfc#2 l t %m$5 ±mf7Vsm?9* Wb&m&LWQl 2 1 
&#5„ M#J2 1 09 350mg £r 1 #t*7fy*7"t*{^ 70mg £• 5 7? >#7° tMC^ 



WO 99/49863 

M^IJ 2 0 

Hfl£#fftflc 2 0 

3+ 
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mm 2 2 

2 

FK506 1 g 

tsMMtiHWP-m (HLB=6) 1 g 

(DK i/r/t' F-50) 
_ 



mm 2 2 

Hteftflfcfls: 2 2 



2 g 
68 g 
70 g 



FK506 3rx*/-*/my=l/l /Mi-^fU :©M?: 75°C{^PS LT->3^bM^xxt 

150 //m *3«tt^ 106^ m ^gS^ffi^T^^ U 106 - 150/im C077^>a>^ria#:^ft5: 
»22 £1~5 0 @f*5a v fcf*2 2 <t ?U|f LM3'J 2 2 MM 2 2 (70mg) 



HJfe^J 2 3 

m^^2 3 

FK506 1 g 

^mefti^mk (HLB=6) 0. 75 g 

(DK iXt* F-50) 

ya^l^^r^ (HLB=2) 0. 25 g 

(DK 1*7* F-20W) 
__ _ 
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mm 2 3 

mwwkft2 3 

_ 



2 g 
68 g 
70 g 



mW\2 2 t ^tiat^ 106 - 150 m m (DWVfftl&W- 2 3 £ ®»SJ 2 3 £#fc 0 M 
SO 2 3 (70mg) £ 5 #T 7f m° t/H^ijE \MM RtLfc 0 



HJfS0»J 2 4 

Hflc^fcfr 2 4 

FK506 1 g 

f3*Sflift5^xXt^ (HLB=1) 1 g 

(DK xxf/lf F-10) 

?L*t 1 g 

S 3 g 

M£IJ2 4 

@^tfef*:2 4 3 g 

?L#g 67 g 

IFF 70~g" 



$mM2 2 tmmi^LX, 106 - 150 /zm <ZD|S|f*^t$r#:2 4 t MM 2 4 >H#fc 0 »J 
24© 70mg £ 5 ^-if 7fW m^%t% VMM S £ Lfc 0 

mmm 2 5 

Bffcfrlfttis: 2 5 

FK506 1 g 
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teEffiJOjWtxZf* (HLB=1) 1 g 
(DK xXf* F-10) 

%m 3 g 

_ _ 

mm 2 5 

mPfttUkfc 2 5 5 g 

?L*f 65 g 

_ _____ 



mmm2 2 tmm^Lx, 106 - 150 ^ <Dmfc&wt&2 5 tmm2 5 _.#._„ sst 

^0 2 5 CO 70mg £ 5 W 7f>*7° L»JT _ L7_. 



;j_^j 2 6 
Hflc^tS:fr2 6 

FK506 1 g 

'sttmbf&mp (HLB=I) 1 g 

(DK 3*7* F-10) 

?L*f 5 g 

TF 7~g~ 

»J 2 6 

2 6 7 g 

?L$_ 63 g 

IFF 70 g 



*»J2 2 _ HitcLT, 106 - 150 //m ©@##1ft<*: 2 6 _ »J 2 6 *Wfc. 0 M 
M 2 6 (D 70mg _r 5 -*_-_* 7^7° tM_3_±jS L^gOU _ l_7_ 0 



37 



WO 99/49863 



PCT/JP99/01499 



mn 2 7 

m*ftWcfc2 7 

FK506 1 g 

n?r nrA^mmm^n 30 g 

ILft 15 g 

"IF 46 g 

mm 2 7 

mt£ftm&2 7 46 g 

?Lir 24 g 

ft ~~ 70 g 



/cgl?f^^=i — 150m m&J;^ 106 t im Wtffj^ffi^T^U 106- 

150 /xm (D77^y 3 >^(af*^f5cfr2 7 <t-T£ 0 @f*^ifc{£ 2 7 £ ?L|f LSgrU 2 7 

^#5. M3'J 27© 70mg £ 5 ^0^7° tMd^jft t Lfc 0 



Hifg0»J 2 8 
@f*#ifcft: 2 8 

FK506 1 g 

fYirwAmffiWixm 30 g 

*° jyA^'-F 80 0. 3 g 

ft ' " 31.3 g 

mm 2 8 

H##ffc#2 8 31.3 g 

38.7 g 
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ft 70 g 

MMW2 7 kmmz.VX, 106 - 150// m ©@##1ftfc2 8 tMM2 8 £#/c 0 M 
^IJ 2 8 CO 70mg £ 5 #t*7fy*7" W^Jl L»jWt Lfc 0 



1 g 
1 g 

3 g 

ft 5~g" 



■mm 2 9 

2 9 

FK506 



mm 2 9 

mfc / xrmi$2 9 5 g 

?L$f 65 g 

"S" 70 g 

rF?r WVhyjmMi*7/K^y-/i^n;i 40°CicM^fi?U ~*Uc FK506 &riQx.T 

t5« #bn/c@^Sr = -t-5^-r*)|^#^-BfeK^«|L. 150/zm *5«fctf 106 
Mm ©flS&fflVvC^MRU 106 - 150/*m ©77^3^i^>f*2 9 tt5o 

» 2 9^ $Lm&m& l«j 2 9 §r#5„ mm 2 9<d 70m g £ 5 w 7 ?w w^s* 



sy 3 0 
i#j 3 0 

FK506 ®kmnm 



0.5 g 

29.2 g 
0. 3 g 
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ft 30 g 

FK506 m& xj» h l , r ti&%m& x mmvm?r &n t x<-m^Lxm 

M 3 0 t LfCo »J 3 0 60mg £ 5 #t* 7f^7° t/HC^ LM#J Z £ L/c 0 »J Z 
Mf-fflV^c FK506 y 0 T.7M;^^*(D*i^5a v *^tt 1 - lQumX'h*). TO^Stt 
,^J3 At m-Cfcofce 



?U 3 1 

• H&lH^Jt^jT*p8»l L ft FK506 (D»J A s MM C 

S^miSWO 9 1/1 9 4 9 5 ©IPJ 1 Xt^ 2 t WlMt LTfSM (T 
IS (a) ~ (d) frht£Z>mfo9?1kmz. (e) , (f) ^Lt*/-fe 

(a) ^n!)A7 (FK5 0 6) 1 m g 

(b) tKD^i/^PWf/^D-^ 1 mg 

(c) ?LiBF 2 mg 

(d) ^ D ;*77/M n — *-jr h y 17^ 1 m g 
( e ) ?L$f 5 9. 3 5 m g 
(f) 777^1^^-/^ 0. 6 5mg 

m.m^m ■. 

0. 0 0 5 %© t Ko ^y7°n t>t;bn ^ yit p H 4 . 5 

MLfcm (9 0 0ml) L-Cffflt5Il 3 SI P 

12^ 50rpm) l'tot^^Tofc 0 iSffi^— ^ £r&l^-f 0 



3UA ®gjl|C 

(hr) (%) (hr) (%) 

0 ~ 0.0 0 0.0 

0.5 17.4 1 12.1 
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1 35.6 2 30.9 

2 57.6 4 55.9 

3 71.9 6 71.3 

4 80.9 8 81.6 
6 89.7 10 87.0 
9 95.2 12 90.4 



g#fg (hr) mmm (%) 

0 0.0 
0. 17 30. 1 
0. 5 68. 4 

1 92.8 

2 100. 1 



mMM3 1 tmm^^xmmum^n^\ weibuii mm^n^^m^^ 



mm 


Dmax (%) 


m 


n 


T i 


T63. 2% (hr) 


%r n 7 


101. 7 


2. 69 


1. 18 


0.0 


2.3 




95. 9 


2. 24 


1. 03 


0. 0 


2.2 


mmc 


92. 5 


6. 14 


1. 24 


0.0 


4. 3 


mmE 


101.6 


1. 93 


0. 60 


0. 0 


3.0 


mmF 


95. 6 


2. 51 


1.00 


0. 0 


2. 5 


MJG 


99. 0 


3. 69 


0.91 


0.0 


4.2 




88. 8 


6. 34 


0. 88 


0. 0 


8.2 


mm 1 


95. 6 


2. 51 


1.00 


0.0 


2. 5 


mmj 


99. 0 


3. 69 


0.91 


0.0 


4.2 




101. 2 


1. 69 


0. 80 


0. 0 


1.9 


mmh 


91. 4 


2. 48 


0. 75 


0. 0 


3. 3 


mmM 


90. 4 


1. 61 


0. 62 


0.0 


2. 1 


mmo 


83. 9 


2. 5 


0. 67 


0.0 


3.9 


mmQ 


104. 7 


1. 89 


0. 93 


0. 0 


2.0 
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M^iJR 


92. 1 


2. 09 


0. 82 


0. 0 


2. 5 




86. 0 


3. 73 


0. 89 


0. 0 


4. 4 


WJT 


87.9 


2. 00 


0. 93 


0. 0 


2. 1 


mmu 


93. 4 


1. 03 


0. 86 


0. 0 


1. 0 


mmv 


83. 6 


1. 14 


0. 54 


0. 0 


1. 3 


mmw 


87. 1 


1. 30 


0. 69 


0. 0 


1. 5 


mmz 


85. 7 


1.98 


0. 75 


0. 0 


2.5 




100. 9 


0. 41 


1. 10 


0. 0 


0. 4 



^Mffl 3 3 

• hub e mmm x-mwi l tz. FK506 <t>§^ij b , mn d 

• nmwM mmm 3 1 1 mm) 
mmum : 

mmnn&. Qm<D^=-^4-^M^m^n^- (fkso6 (D^-s-mt itit im g / 

f-^^J&S) U g^CDlk^ FK506 M£ffiij5£Lfc 0 #~^1*vW3:, frt^ 6 
^^MJttD^te;, - 9 2 6 5 FK506 HI^iytVA^ 



(hr) 








0 


0. 00 


0. 00 


0. 00 


0. 5 


0. 44 


0. 28 


0. 91 


1 


2. 59 


1. 03 


3. 02 
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? 


4 ?f\ 


9 97 


7 19 


4 


O. OZJ 




9 97 


U 


^ 4ft 


A A9 
4. 4Z 




Q 

o 


^ 47 


A 1 9 


9 £9 
Z. Do 


i n 

1U 


o. fU 


4. Ub 


9 /I O 

z. 48 


12 


3. 73 


4. 10 


2.51 


14 


3.85 


4. 13 


2.27 


16 


3.60 


4. 75 


2.20 


18 


2.96 


3.95 


1. 76 


24 


2.21 


2. 57 


1. 32 



M^sk^mS. (Cmax) fi s ^ik^^MS^S^jili: U t^jktMi 
(Tmax) fl s ^ifc^^S^ft^fififcl^i-^ £ -C^Bt^ £ Lfc 0 MRT fi^P 
^MHfP^E^U ifiL4 J ^M^-B#KftlST®a (AUC) tt^fe^fflV^-Cfi-* 

t&ffi (%) ) ^#mbfco 



M3'J 


Cmax (ng/mL) 


Tmax (hr) 


MRT (hr) 


AUCo-72hr (ng-hr/mL) 




[C. V. ] 


[C. V. ] 


[C. V. ] 


[C. V. ] 




5.51 + 1.02 


8. 2±2. 9 


21. 1 + 0. 5 


126. 3 + 22. 2 




[45. 4] 


[87.8] 


[5.5] 


[43. 1] 


WJD 


5. 48 + 0. 94 


10. 0±2. 7 


22. 6±1. 0 


144. 3±21. 0 




[41.8] 


[66. 9] 


[11-2] 


[35.7] 




8. 41 ±1. 46 


3.3 + 0.8 


17.6 + 0.9 


91. 1 ±20. 4 




[42.6] 


[62. 2] 


[12.7] 


[54.9] 


3 4 










MMM 3 3 












m 








»J 1 


Cmax (ng/mL) 


Tmax (hr) 


MRT (hr) 


AUCo-72hr (ng'hr/mL) 




[C.V.] 


[C. V. ] 


[C.V. ] 


[C. V. ] 
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MM F 


q 


OU -—- 1 . VJO 


fi ^H- 1 7 

O. O — J. . I 




1 R£ C + 1Q C 

loO. Dl lo. D 






[28.4] 


[67. 5] 


[5. 1] 


[24. 3] 




U. 


lfi + O R7 


4^+1 1 


i q Q + n r 
i y. ozu. o 


lOR C4- 1 7 7 






[22.6] 


[61.4] 


[6.9] 


[31.9] 




4 


70 + 0 **Q 




91 /I -h 1 £. 
Z 1 . 4 ~ 1 . 0 








[20. 2] 


[83. 0] 


[7.0] 


[20. 3] 




5. 


72 ±0. 92 


8 0+1 2 


20 9 + 1 ? 


1 OO. Z — 1U. 1 






[39. 3] 


[35. 4] 


[13. 7] 


[29. 6] 




12. 


. 27±2. 60 


1. 4±0. 3 


14. 3±1. 0 


80. 8±15. 1 






[51.8] 


[46. 5] 


[17. 7] 


[45.8] 



^7^f K^b^O&^ttS^JKJt-MBK , £5<fct/ Tmax ^ MRT J&H-^l-SSS&ft 
li:, fc5V>tt N ?gM4MiJ(-it-<T, Cmax *5 «fc tf/ £ AUC (Dffi^lW^^Jt S 

fa*m^mi£ttmmMTmm<Dmmmwmm (c. v. m (%) ) , &m^x 
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it 5£ (d m m 



1. P H4. 5(CfS$^LfcO. 0 0 5%(D t KoWp tVHr/Pn — 
&Wlfc*R£: LtftffltSi 1 3 5feJE0 ^^^W^^2 jfe (a K>&U 5 0 r 
pm) d&l^T, v^D7^f K^M^|i]i©6 3. 2%tfSS!gR|j&»e>$&ai 
-T5B#P H 1 (T6 3. 2%) dSO. 7 ^1 5mmVh&Z.b&!Wmt-t%^? uyj 



R 7 iiTMfJjjC^ t Kn^^S, f*fl$tb/ct Ko^^S, tKliT/^v 
R'° teikmW^. T)V*)V^ UU©t Kp^ryS!:J:otift^iifc7^ 




OR 



OR' 



(I) 
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tt5CN-NR"R 12 ^ L< ttN-OR ,;i T:-^^^tl-5S^ ; 
£ ; 

R r \ R'\ R'\ R "\ R'\ R'\ R 19 , R 22 *5 J;U<R 2:! (»5a LTzMgiijH 1 **: 
n 1 3: fete 2 £&tt>-+ 0 

^-CH 2 Se (C 6 H 6 ) X^t>£thZ>m, SX±<D t Ko^^S 

JtdSl : 0. 0 5-1 : 2 t?fe Sgfifc^ 4 !E#<0@#:#1Ktt: 0 
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i o. mwmm^7K^m\^MM^h^n>km4mm(Dm^Wi:i^o 

1 3 . Tk^mfeMMftfc^m&mtt^h&m^m 1 O fE*c®@#:#S5:{£o 

14. -v^ P K^h'&^JtzK^^ttK^^t ©Mitt;** i : o. 0 1 — 1:1 
0 1 3|E4feO@#:^iS:#: 0 

17. v^P7^fK^i|/j\ 3 3- it*-^PP~3 3- f^t^->7Xnv 

18. «t^^B* s O. 1-50^ mfcJ:^/f fcli^t^O. 2-20 

1 9 . it i mf&<D&n&sm\iztizm ^ o . 1 ~ 5 0 » m 

2 0. pH4. 5(dli^L/- 0. 0 0 5%©t Kn^^/n tVl/t^D-^zKft'i 
&UmWtk Lt^ffitSil 3EiciER^M^7CO^iii^m2& (a h^&, 5 0 r 
pm) lJl«to-C#?>tl/S, #$J^B#£"J (T) ICjoJtS-^^ a 7^ K5fMfciH&©#8& 
ffl*S (%) Sr. ^»$ft/J^^fe^fflV^-CM^: mmm(%) = Umax X { 1 - e x p 
[- ( (T-Ti) n ) /m]}) I^T{i&j5?#rL?c££{^ Dmax (**i£tW) 
^8 0%^ m {R&n>'7M-) # s 0 . 7-2 0, n (ft^A 7^-) ^0. 2 — 
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p n nT:^i9, ^n^o. ooi~o. i %ss*p-f5 r t &mmt i-zmntm 2 1 mm 

2 4. jgfcHttiR&flS, Ml 3 gfejE S *m^^(D^tii^^ 2 & (/nK;^, 5 0 
r pm) x KmmmJj (2 3) $fcH3-aj/^II^ (3rd edition) f2*c<D^ 

2 5. v^ny^KlMmtSlMS, * ^ n y A x * /ctt-^cDzkfn 

#5©5g^i±»j^fc{i^tt^ji?fesfi^2 1 lettco^feo 

26. t Ko^n fcVUr/Vn — ;* h L< IU^q B n<E>^P*as 0 . 00 

5 ra»^pH4. 5i^iis^LTv>§r t%mmkirz>mim,2 1 
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